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We aimed to establish a quantitative analysis method of six constituents (5-caffeoylquinic acid, 3-caffeoylquinic acid, 4-caf-
feoylquinic acid, 1,3-dicaffeoylquinic acid, 3,4-dicaffeoylquinic acid, and 4,5-dicaffeoylquinic acid) in Artemisia capillaris
(Yinchen) and its decoction by using HPLC coupled with DAD. Besides, the transformation paths of the six constituents were
analyzed in decoction preparation processing. The analytical method was fully validated in terms of linearity, sensitivity, precision,
repeatability, and recovery and applied to assess the transformation trend and quantitative analysis of the six constituents in
Yinchen decoction. The contents of six constituents varied greatly in Yinchen herb and Yinchen decoction, and there were
inextricable internal relationships between them. Presumably 3-caffeoylquinic acid was isomerized to generate 5-caffeoylquinic
acid and 4-caffeoylquinic acid. Similarly, 1,3-dicaffeoylquinic acid and 3,4-dicaffeoylquinic acid were produced by isomerization
of 4,5-dicaffeoylquinic acid. In conclusion, this study provides a chemical basis for quality control of Yinchen decoction, and the
changes of selected markers in decoction could give us some novel perspectives to study the relationship between substances and

drug efficacy.

1. Introduction

Traditional Chinese medicine is frequently used as con-
stituent medications in clinic, whose decoction is the most
commonly used dosage form for Chinese physicians, and it
is also the oldest and most widely used preparation of
Chinese medicinal materials. However, there are few de-
tailed studies on it, especially on the decoction of a single
herb, and its connotation and extension are not clear [1, 2].
Yinchen (YC), which belongs to the genus Artemisia of the
family Asteraceae, is derived from two species, Artemisia
scoparza Waldst. et Kit. and Artemisia capillaris Thunb., and
they are defined by two different names according to the

different harvest seasons. The aerial part of the plant is
harvested in autumn and called “Hua-Yinchen,” and the
same part of the plant harvested in spring is called “Mian-
Yinchen” [3]. “Mian-Yinchen” is a commonly used de-
coction pieces in clinical practice.

YC mainly contains phenolic acids, flavonoids, and
coumarins [4-7]. And phenolic acids are proved in previous
studies to have various biological functions, including an-
tioxidant [8, 9], anti-inflammatory [10], antibacterial [11],
cytoprotective [9], hepatoprotective [12, 13], and anti-os-
teoporosis [14, 15] effects. They are considered as important
active ingredients in YC herb. So far, some research studied
the analysis of one or several active constituents above in YC
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herb [16, 17] or herbal formulas containing YC [18-22].
Besides, HPLC-DAD and HPLC-high-resolution MS were
applied to study eight organic acids and analyze the possible
transformation that might occur between them in prepa-
ration of YC extract [23].

The standard decoction of medicinal slices is made of a
single herb using the standard process which should be guided
by the theory of traditional Chinese medicine, based on clinical
practice, and referred to the modern extraction method with a
standard process [2]. Although those studies have a certain
effect on quality control of YC herbs or its preparation, there is
no systematical relevant study on the quality control of phe-
nolic acids between YC herb and YC decoction and their
transformation pathways. Therefore, it is necessary to establish
a comprehensive analytical method to identify and assay the
phenolic acids of YC decoction. And it is investigated whether
the transformation of phenolic acids can occur in the prepa-
ration of decoction, as well as whether possible transformation
pathways exist. It is very crucial to ensure the safety, effec-
tiveness, and quality stability of YC decoction.

The aim of this study was to develop and validate a new
analytical method to analyze phenolic acids for quality
control of YC decoction using multiple markers, namely 5-
caffeoylquinic acid, 3-caffeoylquinic acid, 4-caffeoylquinic
acid, 1,3-dicaffeoylquinic acid, 3,4-dicaffeoylquinic acid, and
4,5-dicaffeoylquinic acid. For this purpose, a hyphened
method of HPLC coupled with diode array detection was
established to analyze the chemical constituents of YC de-
coction and herbs. In addition, under different heating
temperature and heating time, the changes in concentration
of the six phenolic acids were studied in water decoction
process. The proposed method could be used for qualitative
and quantitative analysis and developed as a new tool for the
quality evaluation of YC decoction and YC herbs. The
concentration changes of the phenolic acids during the
decoction process could provide some novel ideas to study
the link between substances and drug efficacy.

2. Experimental

2.1. Chemicals, Reagents, and Materials. The chemical stan-
dards of 5-caffeoylquinic acid (batch no. X-014-180410), 3-
caffeoylquinic acid (batch no. PRF7041803), 4-caffeoylquinic
acid (batch no. Y-067-180425), 1,3-dicaffeoylquinic acid (batch
no. E-007-190118), 3,4-dicaffeoylquinic acid (batch no. Y-069-
170516), and 4,5-dicaffeoylquinic acid (batch no. Y-070-
171216) were purchased from Bio-purify Phytochemicals
Ltd.(Chengdu, China). Their structures are shown in Figure 1.

Acetonitrile and formic acid were of HPLC grade which
were purchased from Aladdin Chemistry Inc (Shanghai, China).
Other reagent solutions were of analytical grade (Shanghai
Chemicals, Shanghai, China). Purified water used for a chro-
matographic mobile phase was purchased from China Resources
Yibao Beverage (China) Co., Ltd. (Guangzhou, China).

2.2. Plant Material and Sample Pretreatment. The YC herbs
were collected from different areas of China. The sources of
YC herbs are shown in Table 1. Their botanical origins were
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identified by Dr. Zhiguo Ma, and they were derived from the
dried aerial part of Artemisia capillaris Thunb. of the family
Asteraceae. Voucher specimens were deposited at the
College of Pharmacy, Jinan University. After collection, the
samples were dried at 50°C [24].

2.3. Preparation of Standard Solutions. A mixed
standard stock solution containing 5-caffeoylquinic acid (1),
3-caffeoylquinic acid (2), 4-caffeoylquinic acid (3), 1,3-
dicaffeoylquinic acid (4), 3,4-dicaffeoylquinic acid (5), and
4,5-dicaffeoylquinic acid (6) was prepared in 20% methanol.
All standard solutions were filtered through a 0.45-ym nylon
membrane before injection analysis.

2.4. Preparation of Sample Solutions. Preparation of YC
decoctions: YC herbs (50 g) were soaked in 600 mL distilled
water (1 :12, w/v) for 30 min and then refluxed by boiling for
1 h. The extract was filtered through a 200-mesh filter cloth.
Then, 500 mL of water was added to the filter residue and
heated to reflux for 20 minutes. The two filtrates were then
combined and concentrated in vacuum to 250mL, and
mixed to obtain a concentration of 0.2g crude drug/mL.
Then, the YC decoction (1 mL) were measured accurately
into a 10mL volumetric flask with stopper, and 10%
methanol was added to dilute to the mark, and filtered
through 0.45 ym membranes for HPLC injection.
Preparation of YC herb solutions: The dried powders of
sieved (24 mesh) YC herb samples were weighed accurately
for 1g into a 100-mL conical flask with stopper, and 50 mL
50% methanol was added to be sonic for 30 min. The conical
flask was weighed before and after extraction. The extract
was filtered, and 5 mL was accurately measured and placed
in a 25-mL conical flask with stopper, and 50% methanol was
added, shaken well, filtered, and the filtrate was passed
through a 0.45-um syringe filter (NYLON, Jinlong, Tianjin,
China) before injection into the HPLC system for analysis.

2.5. Apparatus and HPLC Chromatographic Conditions.
Quantitative analysis was conducted using a Thermo Ulti-
Mate 3000 HPLC system (USA), equipped with a DAD
(190-400nm), a column temperature controller, and an
autosampler. An Agilent Eclipse XDB-C;g column
(250 mm x 4.6 mm, 5 ym) was used and maintained at 30°C.
The mobile phase was 0.1% formic acid aqueous solution (A)
and acetonitrile (B) with a gradient program as follows:
0~20 min, linear gradient 7%-15% B; 20~30min, linear
gradient 15%-20% B; 30~35min, isocratic elution 20% B;
35~45min, linear gradient 20%-25% B, and the postrun
(5min) at a flow rate of 1.0 mL/min. The injection volume
was 5uL. Signal monitoring was performed at 330 nm.

2.6. Validation of the HPLC Method

2.6.1. Calibration Curves, Limits of Detection, and
Quantification. To evaluate the linearity of this method, the
calibration curve was established from the chromatographic
peak area (Y) relative to concentration (X) of each
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FIGURE 1: Structures of the six phenolic acid chemical constituents.

constituent. The regression equations of six constituents
were calculated in the form of Y=aX +b. The LOD and LOQ
for six constituents were estimated at S/N of 3 and 10, re-
spectively, by injecting a series of dilute solutions with
known concentrations.

2.6.2. Precision and Stability. The intraday precision for
each constituent was performed in six replicates during a
single day. And to confirm the stability, sample 4 was an-
alyzed at 0, 2, 4, 8, 12, 16, 20, and 24 h, respectively. Var-
iability was expressed by RSD (%).

Repeatability was assessed by analyzing the six different
working solutions prepared from the same sample (No. 4).
Variations of the peak area were expressed as percentage RSD
values.

2.6.3. Recovery. The recoveries of the six constituents were
tested by adding the mixed standard solutions (100% of the
known amount in sample) to YC decoctions, with known
amounts. Recoveries were calculated by comparing the de-
termined amount of those standards with the amount origi-
nally added.

2.7. Transformation Pathways of Six Phenolic Acids at Dif-
ferent Temperatures. The same batch of YC decoction extract
was divided into four equal parts and placed in four round-
bottom flasks. Electric heating jackets, which were, respec-
tively, set at 40, 60, 80, and 100°C, were heated for 0.5, 1, 1.5, 2,
2.5, and 3.0h, respectively. The appropriate amount of so-
lution was taken in a different heating time, slightly cooler,
and then passed through a 0.45-pum microporous membrane.

3. Results and Discussion

3.1. Optimization of the HPLC Conditions. Different mobile
phases and columns were investigated to optimize the HPLC

analysis. On the basis of several trials, it was found that good
resolution and symmetric peak shape were obtained when
acetonitrile—0.1%formic acid was selected as a mobile phase.
An Agilent TC-Cjg column (5mm, 4.6 x250mm) and an
Agilent eclipse XDB-C;g column (5 mm, 4.6 x 250 mm) were
tested. The analytical results showed that the latter one was
more suitable, exhibiting better peak separation. The detection
wavelength was selected at 330 nm according to the analytical
results of 3D plots. Representative chromatograms for the
standard analytes and the samples are shown in Figure 2.

3.2. Identification of Constituents in the Samples by HPLC.
According to the reference literatures [23, 25], under the
present chromatographic and Chinese medicine standards
conditions, six peaks detected from these samples were
identified as 5-caffeoylquinic acid (peak 1), 3-caffeoylquinic
acid (peak 2), 4-caffeoylquinic acid (peak 3), 1,3-dicaf-
feoylquinic acid (peak 4), 3,4-dicaffeoylquinic acid (peak 5),
and 4,5-dicaffeoylquinic acid (peak 6) by comparison of
their HPLC retention times and the ultraviolet spectrum
with those of reference constituents.

3.3. HPLC Method Validation. The proposed HPLC-DAD
method for quantitative analysis was validated by deter-
mining the linearity, LOD, LOQ, intraday precisions, sta-
bility, and accuracy. As shown in Table 2, all calibration
curves showed good linearity within the test ranges, and the
overall LODs and LOQs were in the ranges of 0.66-2.52 ug/
mL and 2.21-8.40 ug/mL, respectively. The RSD values of
intraday variations, repeatability, and stability of the six
analytes were less than 2.63%, and the overall recoveries lay
between 98.76% and 105.10% with RSD less than 1.83%
(Table 3). In addition, the peak purity was investigated by
analyzing the DAD; no indications of impurities could be
found. Taken together, the results indicated that the
established method was accurate for the determination of six
chemical markers in the decoctions.



Journal of Analytical Methods in Chemistry

TaBLE 1: Source information of YC herbs (Artemisia capillaris Thunb.).

No. Batch number Place of origin No. Batch number Place of origin
YC-1 180810 Shaanxi YC-7 HX18HO01 Shaanxi
YC-2 180421 Shandong YC-8 180401 Henan
YC-3 180301 Shandong YC-9 20180601 Shandong
YC-4 181001 Gansu YC-10 171201 Shaanxi
YC-5 1870601 Shandong YC-11 2017120731 Shanxi
YC-6 180809 Shaanxi YC-12 1809003 Shandong
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FIGURE 2: Representative HPLC chromatograms of mixed standards (a), YC herb (b), and YC decoction (¢). (1) 5-Caffeoylquinic acid; (2) 3-
caffeoylquinic acid; (3) 4-caffeoylquinic acid; (4) 1,3-dicaffeoylquinic acid; (5) 3,4-dicaffeoylquinic acid; (6) 4,5-dicaffeoylquinic acid.

TaBLE 2: Calibration curves, LOD, and LOQ data (ug/mL) of six phenolic acids.

No. Analytes Calibration curves® R? Linear range LOD LOQ
1 5-Caffeoylquinic acid Y=0.1718X+0.0524 1.0000 7.640~458.4 0.66 2.21
2 3-Caffeoylquinic acid Y=0.1749X+0.1528 0.9999 8.520~681.2 0.88 2.95
3 4-Caffeoylquinic acid Y=0.1518X+0.0197 0.9999 8.800~528.0 0.98 3.27
4 1,3-Dicaffeoylquinic acid Y=0.1903X + 0.0243 1.0000 4.400~264.0 0.73 2.42
5 3,4-Dicaffeoylquinic acid Y=0.1282X+0.0132 0.9999 5.640~338.4 1.38 4.59
6 4,5-Dicaffeoylquinic acid Y=0.1197X-0.0317 0.9999 6.480~388.8 2.52 8.40

?Y=AX+B, where Y is peak area and X is concentration of the constituents (ug/mL).

TaBLE 3: Precision, repeatability, stability, and recovery of six phenolic acids.

No Analytes Precision (RSD %)” Repeatability Stability® Recovery” (%, n=6)
' Intraday (n=06) (RSD %, n=6) (RSD%, n=6) Mean RSD%
1 5-Caffeoylquinic acid 0.06 0.10 0.57 104.64 0.22
2 3-Caffeoylquinic acid 0.27 0.10 1.31 105.10 0.34
3 4-Caffeoylquinic acid 0.25 0.04 1.14 102.82 1.82
4 1,3-Dicaffeoylquinic acid 0.21 0.09 0.45 98.76 1.39
5 3,4-Dicaffeoylquinic acid 0.46 0.84 1.34 103.45 1.79
6 4,5-Dicaffeoylquinic acid 0.29 0.99 2.62 99.68 1.27

*RSD (%) = (SD/mean) x 100. bRecovery (%) =100 x (amount found - original amount)/amount spiked.

3.4. Quantitative Analysis of Yinchen Herbs and Decoctions.
developed HPLC method was applied to
the simultaneous determination of the chemical markers
including 5-caffeoylquinic acid (1), 3-caffeoylquinic acid (2),

The

4-caffeoylquinic acid (3), 1,3-dicaffeoylquinic acid (4), 3,4-
dicaffeoylquinic acid (5), and 4,5-dicaffeoylquinic acid (6) in
samples of YC herbs and decoctions. The results are shown in
Table 4 as the mean values of the two replicate injections.
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FIGURE 3: The concentration (ug/mL) change curves of six chemical constituents under different heating temperature and heating time in
water decoction process. (1) 5-Caffeoylquinic acid; (2) 3-caffeoylquinic acid; (3) 4-caffeoylquinic acid; (4) 1,3-dicaffeoylquinic acid; (5) 3,4-
dicaffeoylquinic acid; (6) 4,5-dicaffeoylquinic acid. (a) 40°C, (b) 60°C, (c) 80°C, and (d) 100°C.

As shown in Table 4, there were remarkable differ-
ences among the contents analyzed in different samples
both in YC herbs and its decoctions. Among the 12
batches of YC herbs, the content of 4-caffeoylquinic acid
had the largest difference, ranging from 0.024% to
0.104%, but the content difference of 3,4-dicaffeoylquinic
acid was the smallest, ranging from 0.053% to 0.116%.
These differences in chemical constituents might be at-
tributable to multiple factors, such as differences in
climate, growing region, and harvest conditions. Among
the YC decoctions, the contents of 5-caffeoylquinic acid
varied the most, ranging from 0.019% to 0.102%. The
smallest content variation was 1,3-dicaffeoylquinic acid,
which ranged from 0.012% to 0.029%. The main reason
for the differences might be related to differences in the
content of the YC herbs that were used to prepare
the YC decoction and the preparation process of
YC decoction. In addition, the transfer rate of each
constituent varied greatly among different sample
batches. The average transfer rates of 5-caffeoylquinic
acid and 4-caffeoylquinic acid both exceeded 100% and

were around 130%, but the average transfer rates of 3-
caffeoylquinic acid and 4,5-dicaffeoylquinic acid were
only about 15%. Such a large difference that occurred in
YC herbs and YC decoctions was probably due to the
transformation of the constituents during the water
decoction.

3.5. The Changes of Six Chemical Constituents in Decoction
Process. In order to verify whether there was constituent
transformation in the preparation of YC decoction, the
prepared YC decoction extract was boiled and refluxed at
different heating time and heating temperature. Then, the
samples were injected into the HPLC system for analysis.
The results are shown in Figure 3. With the extension of the
heating time in water decoction process, the concentrations
of the six constituents hardly changed at the temperatures of
40°C and 60°C but showed a slight change trend at 80°C.
When the temperature was 100°C, there were significant
changes in the six constituents, and with the increase of
heating time, the increasing trends of the six constituents
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acid) and bis-caffeoylquinic acid (1,3-dicaffeoylquinic acid, 3,4-dicaffeoylquinic acid, and 4,5-dicaffeoylquinic acid).

varied greatly. Among them, the concentrations of 3-caf-
feoylquinic acid and 4,5-dicaffeoylquinic acid significantly
decreased, while the concentrations of 5-caffeoylquinic acid,
4-caffeoylquinic acid, 1,3-dicaffeoylquinic acid, and 3,4-
dicaffeoylquinic acid all exhibited an upward trend, and the
concentrations of 5-caffeoylquinic acid and 4-caffeoylquinic
acid increased significantly. In addition, under heating for
3h, the variation differences among the six constituents were
the smallest and tended to be stable. According to the
binding sites and numbers of caffeoyl (Figure 1), 5-caf-
feoylquinic acid, 3-caffeoylquinic acid, and 4-caffeoylquinic
acid were mono-caffeoylquinic acids, and they were isomers
of each other. Bis-caffeoylquinic acids mainly included 1,3-
dicaffeoylquinic acid, 3,4-dicaffeoylquinic acid, and 4,5-
dicaffeoylquinic acid, which were also isomers. During the
preparation of YC decoction, under the influence of external
conditions such as heating temperature and time, the
rupture of the caffeoyl would occur, and the substitution
position of whom on the quinic acid would be rearranged to
produce the corresponding isomer. From the results above,
combined with the structures of the six phenolic acid
chemical constituents (Figure 1), it could be speculated that
3-caffeoylquinic acid was isomerized to generate 5-caf-
feoylquinic acid and 4-caffeoylquinic acid, which were also
isomerized with each other; similarly, 4,5-dicaffeoylquinic
acid produced 1,3-dicafteoylquinic acid and 3,4-dicaffeoyl-
quinic acid could also be isomerized with each other. The
possible transformation paths are shown in Figure 4.

4. Conclusion

In this study, the HPLC-DAD method was developed and
verified for its qualitative and quantitative analysis of six
phenolic acids in YC decoction and YC herbs, namely, 5-
caffeoylquinic acid, 3-caffeoylquinic acid, 4-caffeoylquinic
acid, 1,3-dicaffeoylquinic acid, 3,4-dicaffeoylquinic acid, and
4,5-dicaffeoylquinic acid. In addition, this method was used
to explore the variation of the six phenolic acid constituents
in YC decoction under different heating temperature and
heating time. The existing literature [23, 25, 26] mainly
studied the changes of phenolic acids at a temperature
(100°C) during the decoction process. In order to further

investigate the sensitivity of phenolic acids to temperature,
four heating temperatures (40°C, 60°C, 80°C, and 100°C)
were compared in this study. The results show that phenolic
acids hardly changed when the temperature was below 60°C,
changed when the temperature was 80°C, but the trend was
not obvious, and changed significantly when the tempera-
ture was 100°C. It shows that the isomerization phenomenon
of phenolic acids becomes more and more obvious with the
increase of heating temperature. The results can provide us
with novel ideas to study the relationship between substance
and drug efficacy. Besides, it provides a solid experimental
basis for future study of YC formula granules and quality
standard.

Abbreviations

HPLC: High-performance liquid chromatography

DAD: Diode array detector

LOQ: Limit of quantitation
LOD: Limit of detection

RSD: Relative standard deviation
YC: Yincen.

Data Availability

The data used to support this study were obtained from the
Jinan University, Guangzhou, China, and are available from
the corresponding author upon request.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

Acknowledgments

This work was supported by the National Key Research and
Development Project of China under Grant (no.
2019YFC17115000).

References

[1] S.L. Chen, C. X. Liu, T. J. Zhang et al., “Ideas and suggestions
on CMM decoction inheritance based on CMM quality



(6]

(8]

(9]

(10]

(11]

(12]

(13]

(14]

(15]

(16]

markers and traditional usag,” Chinese Traditional and Herbal
Drugs, vol. 50, no. 19, pp. 4519-4528, 2019.

S. L. Chen, A. Liu, Q. Li et al., “Research strategies in standard
decoction of medicinal slices,” China Journal of Chinese
Materia Medica, vol. 41, no. 8, pp. 1367-1375, 2016.
Chinese Pharmacopoeia, Part 2015.

J.-H. Choi, D.-W. Kim, N. Yun et al., “Protective effects of
hyperoside against carbon tetrachloride-induced liver damage
in mice,” Journal of Natural Products, vol. 74, no. 5,
pp. 1055-1060, 2011.

K. M. Park, Y. Li, B. Kim et al., “High-performance liquid
chromatographic analysis for quantitation of marker com-
pounds of Artemisia capillaris Thunb.” Archives of Pharmacal
Research, vol. 35, no. 12, pp. 2153-2162, 2012.

H. Ha, H. Lee, C. S. Seo et al., “Artemisia capillaris inhibits
atopic dermatitis-like skin lesions in dermatophagoides far-
inae-sensitized Nc/Nga mice,” BMC Complementary and
Alternative Medicine, vol. 14, no. 1, p. 100, 2014.

E. Jang, B.-J. Kim, K.-T. Lee, K.-S. Inn, and J.-H. Lee, “A
survey of therapeutic effects of Artemisia capillarisin liver
diseases,” Evidence-Based Complementary and Alternative
Medicine, vol. 2015, Article ID 728137, 10 pages, 2015.

J.-H. Hong and L-S. Lee, “Cytoprotective effect of Artemisia
capillaris fractions on oxidative stress-induced apoptosis in
V79 cells,” BioFactors, vol. 35, no. 4, pp. 380-388, 2009.
J.-H. Hong, J.-W. Lee, J.-H. Park, and I.-S. Lee, “Antioxidative
and cytoprotective effects of Artemisia capillaris fractions,”
Biofactors, vol. 31, no. 1, pp. 43-53, 2007.

M. Jang, S.-W. Jeong, B.-K. Kim, and J.-C. Kim, “Extraction
optimization for obtaining Artemisia capillaris extract with
high anti-inflammatory activity in RAW 264.7 macrophage
cells,” BioMed Research International, vol. 2015, Article ID
872718, 9 pages, 2015.

A. Karunanidhi, R. Thomas, A. Van Belkum, and V. Neela, “In
vitro antibacterial and antibiofilm activities of chlorogenic
acid against clinical isolates of Stenotrophomonas maltophilia
including the trimethoprim/sulfamethoxazole resistant
strain,” BioMed Research International, vol. 2013, Article ID
392058, 7 pages, 2013.

J.-M. Han, H.-G. Kim, M.-K. Choi et al., “Artemisia capillaris
extract protects against bile duct ligation-induced liver fi-
brosis in rats,” Experimental and Toxicologic Pathology,
vol. 65, no. 6, pp. 837-844, 2013.

Y.-C. Tien, J.-C. Liao, C.-S. Chiu et al., “Esculetin ameliorates
carbon tetrachloride-mediated hepatic apoptosis in rats,”
International Journal of Molecular Sciences, vol. 12, no. 6,
pp. 4053-4067, 2011.

C.-J. Lee, K.-S. Shim, and J. Y. Ma, “Artemisia capillaris al-
leviates bone loss by stimulating osteoblast mineralization and
suppressing osteoclast differentiation and bone resorption,”
The American Journal of Chinese Medicine, vol. 44, no. 8,
pp. 1675-1691, 2016.

S.-H. Lee, J.-Y. Lee, Y.-I. Kwon, and H.-D. Jang, “Anti-os-
teoclastic activity of Artemisia capillaris Thunb. extract de-
pends upon attenuation of osteoclast differentiation and bone
resorption-associated acidification due to chlorogenic acid,
hyperoside, and scoparonefication due to chlorogenic acid,
hyperoside, and scoparone,” International Journal of Molec-
ular Sciences, vol. 18, no. 2, p. 322, 2017.

L.-H. Chen, J.-C. Wang, Q.-L. Guo et al, “Simultaneous
determination and risk assessment of pyrrolizidine alkaloids
in Artemisia capillaris Thunb. by UPLC-MS/MS together with
chemometrics,” Molecules, vol. 24, no. 6, p. 1077, 2019.

(17]

(18]

(19]

[20]

(21]

(22]

(23]

(24]

(25]

[26]

Journal of Analytical Methods in Chemistry

X.-J. Tan, Q. Li, X.-H. Chen et al., “Simultaneous determi-
nation of 13 bioactive compounds in Herba Artemisiae
Scopariae (Yin Chen) from different harvest seasons by
HPLC-DAD,” Journal of Pharmaceutical and Biomedical
Analysis, vol. 47, no. 4-5, pp. 847-853, 2008.

D. Wu, X. Chen, S. Hu, and X. Bai, “Study on major antitumor
components in Yinchenhao decoction in vitro and in vivo
based on hollow fiber cell fishing coupled with high perfor-
mance liquid chromatography,” Journal of Chromatography
B, vol. 1060, pp. 118-125, 2017.

X. Wang, W. Sun, H. Sun et al., “Analysis of the constituents
in the rat plasma after oral administration of Yin Chen Hao
Tang by UPLC/Q-TOF-MS/MS,” Journal of Pharmaceutical
and Biomedical Analysis, vol. 46, no. 3, pp. 477-490, 2008.
X. Wang, H. Sun, A. Zhang, G. Jiao, W. Sun, and Y. Yuan,
“Pharmacokinetics screening for multi-components absorbed
in the rat plasma after oral administration traditional Chinese
medicine formula Yin-Chen-Hao-Tang by ultra performance
liquid chromatography-electrospray ionization/quadrupole-
time-of-flight mass spectrometry combined with pattern
recognition methods,” The Analyst, vol. 136, no. 23,
pp. 5068-5076, 2011.

Y. Du, J. Han, S.-a. Sun et al., “Simultaneous determination of
11 components in yinzhihuang preparations and their con-
stituent herbs by high-performance liquid chromatography
with diode array detector,” Journal of Chromatographic Sci-
ence, vol. 54, no. 4, pp. 625-632, 2016.

Z.Fu, Y. Ling, Z. Li, M. Chen, Z. Sun, and C. Huang, “HPLC-
Q-TOF-MS/MS for analysis of major chemical constituents of
Yinchen-Zhizi herb pair extract,” Biomedical Chromatogra-
phy, vol. 28, no. 4, pp. 475-485, 2014.

F. Yu, H. Qian, J. Zhang, J. Sun, and Z. Ma, “Simultaneous
quantification of eight organic acid components in Artemisia
capillaris Thunb. (Yinchen) extract using high-performance
liquid chromatography coupled with diode array detection
and high-resolution mass spectrometry,” Journal of Food and
Drug Analysis, vol. 26, no. 2, pp. 788-795, 2018.

M. Zhang, C. Zhao, Q. Zhao et al., “Determination of water
content in corn stover silage using near-infrared spectros-
copy,” International Journal of Agricultural and Biological
Engineering, vol. 12, no. 6, pp. 143-148, 2019.

R. Luo, F. J. Yu, J. Sun, H. Qian, J. Y. Zhang, and Z. G. Ma,
“Chromatographic fingerprint analysis of artemisiae scopar-
iae extract by HPLC combined chemometrics,” Journal of
Chinese Medicinal Materials, vol. 40, no. 12, pp. 2877-2881,
2017.

Q. Zhang, J. Y. Zhang, C. L. Sui, X. Y. Shi, Y. J. Qiao, and
J. Q. Lu, “Regularity of changes in chlorogenic acids in
Lonicera japonica extracts by HPLC- DAD- ESI- MS/MS,”
Journal of Chinese Medicinal Materials, vol. 37, no. 23,
pp. 3564-3567, 2012.



